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RESPONSE TO RESTRICTION REQUIREMENT 



Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 
Sir: 

This response addresses the Office Action notification provided on April 25, 2007 wherein the 
present application was subjected to a restriction requirement. 

Applicants make a provisional election, with traverse, submit the following remarks, and 
request reconsideration of this requirement for the present application. 

The Office indicates that restriction is required under 35 U.S.C. 121 and 372. The following 
groups are provided by the Office: 

Group I, claim(s) 1, 3, 5, 7, 9, 19, 21, drawn to compositions comprising clozapine and second 
agent selected from (1R, 4S, 5S, 6S)4-(2'S)-(2'-aniino)-propionyl]amino-(2- 
sulfonylbicyclo[3.1.0]hexane)-4,6-dicarboxylic acid, (1R, 4R, 5S, 6R)-4-amino-(2- 
oxabicyclo[3.1.0]hexane)4,6-dicarboxylic acid, (1R, 2R, 4S, 5S, 6S)-2-amino-4- 
fluorobicyclo[3.1.0]hexane)-4,6-dicarboxylic acid, and (+)-2-aminobicyclo[3.1.0]hexane-2,6- 
dicarboxylic acid. 

Group II, claim(s) 2, 4, 6, 8, 10, 20, 22, drawn to a method of using group I. 
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Group III, claim(s) 1, 11, 13, 15, 17, drawn to compositions comprising olanzapine and second 
agent selected from (1R, 4S, 5S, 6S)-4-(2 'S)-(2 '-amino)-propionyl]amino-(2- 
sulfonylbicyclo[3.1.0]hexane)-4,6-dicarboxylic acid, (1R, 4R, 5S, 6R)-4-amino-(2-oxabicyclo[3. 
1.0]hexane)-4,6-dicarboxylic acid, (I R, 2R, 4S, 5S, 6S)-2-amino-4- fluorobicyclo[3.1.0]hexane)-4,6- 
dicarboxylic acid, and (+)-2-aminobicyclo[3.1.0]hexane-2,6-dicarboxylic acid. 

Group IV, claim(s) 2, 12, 14, 16, 18, 20, 22, drawn to a method of using group III. 

Applicants are required under 37 CFR § 1.143 to make a provisional election. Applicants 
provisionally elect, with traverse, Group III. Applicants also provisionally elect, with traverse, the 
pharmaceutical composition which comprises a first component which is olanzapine and a second 
component which is (lR,4S,5S,6S)-4-[(2'S)-(2'-Amino)-propionyl]amino-(2- 

sulfonylbicyclo[3.1.0]hexane)-4,6-dicarboxylic acid. The provisional election, by virtue of the claims 
contained within Group III, encompasses claims 1, 11, 13, 15, and 17. 

Remarks 

Applicants traverse this restriction requirement based in part upon MPEP 806.05. Where two 
or more related inventions are claimed, the principal question to be determined in connection with a 
requirement to restrict is whether or not the inventions as claimed are distinct. If they are distinct, 
restriction may be proper. If they are not distinct, restriction is never proper. See MPEP § 806.05. 

The present application entered the US national phase through the PCT under 35 U.S.C. 371. 
The prosecution of an international application that enters the national stage proceeds in the same 
manner as a domestic application except in restriction practice where the "unity of invention" standard 
is applied under 37 CFR § 1.475. See MPEP § 1893.03. 

Applicants assert that the Office has failed to appreciate both the single general inventive 
concept that links the claims presented and the availability of prosecuting certain claim combinations 
in the same application. First, Applicants submit that the essence of the invention resides in the 
combination of a first component which is an atypical antipsychotic with a second component which is 
an mGlu2/3 receptor agonist. More particularly, the invention pertains to certain particular 
combinations - or subcombinations - of a specific atypical antipsychotic (e.g. olanzapine) with a 
specific mGlu2/3 receptor agonist (e.g. LY404039) that produce a synergistic interaction. To support 
a requirement for restriction between combination and subcombination inventions, both two-way 
distinctness and reasons for insisting on restriction are necessary, i.e., there would be a serious search 
burden if restriction were not required as evidenced by separate classification, status, or field of 
search. See MPEP § 808.02. The inventions are distinct if it can be shown that a combination as 
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claimed: (A) does not require the particulars of the subcombination as claimed for patentability (to 
show novelty and unobviousness), and (B) the subcombination can be shown to have utility either by 
itself or in another materially different combination (emphasis added). When these factors cannot be 
shown, such inventions are not distinct. In the present application, patentability requires the 
synergistic interactions provided by the particulars of the subcombinations of an atypical antipsychotic 
and an mGlu2/3 receptor agonist as claimed. Since, at minimum, this factor of the analysis cannot be 
shown, the present invention is not distinct. Additionally, since the essence of the invention involves 
only two components, a serious search burden does exist if restriction were not required. Therefore, 
requirement for restriction in the present application is improper. 

Furthermore, the combinations and subcombinations are present in different claim types - i.e. 
the composition and method claims - which are available in Groups I, II, III, and IV provided by the 
Office and, therefore, provide a single general inventive concept linking the different claim types 
present those Groups. Also, there are three particular situations for which the method for determining 
unity of invention contained in PCT Rule 13.2 is explained in greater detail. One of those situations is 
for combinations of different categories of claims. The method for determining unity of invention 
under PCT Rule 13 shall be construed as permitting, in particular, the inclusion of certain 
combinations of claims of different categories in the same international application. One such 
permitted combination involves an independent claim for a given product, an independent claim for a 
process specially adapted for the manufacture of the product, and an independent claim for a use of the 
product. See MPEP 1850 III. A. (A). Applicants submit that the substance of the claims contained in 
Group I (compositions comprising clozapine and a second component selected from particular 
mGlu2/3 receptor agonists), Group II (methods of using Group I), Group III (compositions comprising 
olanzapine and a second component selected from particular mGlu2/3 receptor agonists), and Group 
IV (methods of using Group III) fall within the noted permitted combination available under PCT Rule 
13. These claims, therefore, should be prosecuted together for the present application. In the 
alternative, Applicants note that, at minimum, rejoining Groups III and IV also allows for prosecution 
of a permitted combination available under PCT Rule 13. Applicants submit that in order to fully 
comport with guidance provided under Rule 13, particular claims can be modified, if necessary, to 
dependent claim format. In particular, claims can be modified to incorporate specific atypical 
antipsychotics and specific mGlu2/3 receptor agonists. 

Applicants also note the Office's comments regarding Monn et al. (U.S. Patent No. 5,750,566), 
Goldberg (Psychopathology, 1984, 17 supplemental 1, 45-55), and Stedman (PDR Electronic Library: 
Stedman Definition (accessed April 13, 2007). 
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http://www.thomsonhc.com/pdrel/librarian/PFDefaultActionld/pdrcommon.stedm and cited on 
Form PTO-892 in view of PCT Rules 13.1 and 13.2. The Office urges that the inventions listed in 
Groups I and III do not relate to a single general inventive concept since they are known in the art. 
Applicants have understood this statement by the Office as merely supporting its proposition that the 
restriction is proper, not as a rejection over the art. Applicants will, thus, refrain from any further 
comment pertaining to the cited art at this point in the prosecution of the present application. 

In light of the above, Applicants assert that the requirement for restriction in the present 
application is improper and request that the Office rejoin Groups I, II, III, and IV. 



Respectfully submitted, 



/Danica Hostettler/ 
Danica Hostettler 
Attorney for Applicants 
Registration No. 51,820 
Phone: 317.276.3711 

Eli Lilly and Company 
Patent Division/ 
P.O. Box 6288 

Indianapolis, Indiana 46206-6288 
May 25. 2007 
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